Abstract: Pharmaceutical excipients are no longer an inert materials but it is an effective and able to improve the characteristics of the products quality, stability, functionality, safety, solubility and acceptance of patients. It can interact with the active ingredients and alter the medicaments characteristics. The Globalization of medicines supply enhances the importance of globalized good manufacturing practice (GMP) requirements for pharmaceutical excipients. This review was intended to assess the globalization status of good manufacturing practice (GMP) requirements for pharmaceutical excipients. The review outcomes demonstrates that there is a lack of accurately define methods to evaluate and measure excipients safety. Furthermore good manufacturing practice requirements for excipients is not effectively globalized.
Due to globalization of medicines supply we need to effectively globalize good manufacturing practice (GMP) requirements for pharmaceutical excipients. This review highlights key issues about efficiency of current GMP requirements and globalization status of pharmaceutical excipients regulations.
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Introduction:
The word excipient comes from Latin name meaning to receive, to gather or to take out (Pifferi and Restani 2003) . International Pharmaceutical Excipients Council (IPEC) defined excipients as the other substances in the pharmaceutical formulation than the active pharmaceutical ingredients (API) which have been appropriately evaluated for the safety in order to help in processing, manufacturing, protection and give support or to enhance stability, bioavailability or patient acceptability or to assist in product identification or improve any features of the safety or effectiveness of the drug delivery system during storage or use (Apte and Ugwu 2003) (AHJEL and LUPULIASA 2008). Excipient can be of animal origin such as stearic acid and gelatin , plant origin like starch and cellulose, mineral such as calcium phosphate and silica or synthetically produced such as polysorbates and povidone (Pifferi and Restani 2003) .
The basic requirements for pharmaceutical excipient include safety, functionality and quality (Pifferi and Restani 2003) . Regulatory layers have been implemented through the regulatory bodies to ensure the positive impact of excipients on the final products safety, quality, effectiveness, functionality and stability due to increase the percentage of counterfeit medicines and gradually losses of patent protection. We can conclude that importance of pharmaceutical excipients encompasses three parts: functions, quality evaluation and safety of pharmaceutical excipients.Toxicity and bioavailability are the main problems of excipients regarding safety and function requirements consequently. The study was intended to review the importance and globalization status of good manufacturing practice requirements for pharmaceutical excipients.
Method:
Searching from Google scholar and science direct data base was used as a method to review the articles related to the intended subject. The searching focused on the modern role of pharmaceutical excipients, the concept of globalization and the regulatory status of good manufacturing practice for pharmaceutical excipients.
Functions of Excipients:
Historically excipients are considered as inert materials. However, they are effective materials mainly to enhance the stability of the formulation, release or absorption of the active ingredients (Pifferi, Santoro et al. 1999 ) (Pifferi, Santoro et al. 1999) . The largest group of excipients in the pharmaceutical formulations are used to improve solubility of the active ingredients as shown in table (1) (Strickley 2004) . Others are used as a disintegrant, binder, lubricant, filler agent to facilitate manufacturing of medicine and sweetener to give a pleasant taste to patients as shown in table (2) (Akers 2002) , (Koizumi, Fujii et al. 2004) , (Jivraj, Martini et al. 2000) . Some excipients are used for identification and coloring agents. In particular certain excipients have multiple functions. In fact excipients may interact positively or adversely affect the formulations especially in side living cells (Jackson, Young et al. 2000) . This intensified sophistication of in vivo researches about drug bioavailability using various excipients.
Evaluation of the Pharmaceutical Excipients quality:
Shortage of testing strategies, protocols or guidelines affects efficient evaluation of excipients.
One of the debate about excipient production is the difficulty of consistency which it is one of the fundamental issues in the GMP implementation, other is the variation between tests cost and profit from such industry (Moreton 2006) . But the studies assert the need for excipient testing strategy (Baldrick 2000) . One example of that is the impurities test for hydro peroxide (HPO) (Wasylaschuk, Harmon et al. 2007) . Proxides are commonly available as impurities in povidone, crospovidone and polysorbate (Crowley and Martini 2001) . Qualification of the suppliers is an efficient method to evaluate the quality of the excipients and combatting the counterfeit materials (CHOW, DAVIDSON et al.) 1, 2 . Toxicity tests are used to evaluate pharmaceutical excipients such as tolerance study and mucociliary clearance test (Ilium 1998) .
Pharmaceutical excipients Safety:
The use of some excipients results in many health problems. Some of the excipients display toxicity effects on the kidneys, neonates and gastrointestinal tract. Tragedies events happened due to the lack of excipient safety like E-ferol incident in United States of America in which many cases of infants death due to vitamin E administered intravenously to premature infants using polysorbate as an emulsifying agent in 1983 and 1984 to help in the treatment of retrolental fibroplasia (RLF), (Golightly, Smolinske et al. 1988 ) and disaster occurred in Haiti in 1996 in which 90 people died due to mislabeling cough syrup (Steinberg, Blecher et al. 2001 ). In 2009 another catastrophe event happened in which twenty four children died in Bangladesh due to paracetamol syrup adulterated with ethylene glycol (Sheehan 2010) . All these events imposed the world to adopt regulations for excipient to ensure quality and safety.
Pharmaceutical formulation consists of two categories of ingredients, active materials and excipients. However, attention was paid to the active constituents to cause toxicity but excipients elicited toxicity; as displayed in the table No (4). Information on the package of medicines should include excipients to increase awareness of doctors, pharmacists and people on safety use of excipients (Pifferi and Restani 2003) .
The Globalization status of GMP Requirements for Pharmaceutical Excipients:
GMP requirements for excipients include three main issues safety ,quality and functionality instead of efficacy for the active ingredients (Pifferi and Restani 2003) . The excipient cost play a crucial role on leading control measurements of these requirements as the manufacturers are seek to minimizing the cost (Rafidison and Ulman 2003) . Progressing of new excipients usage in the pharmaceutical formulations is slow due to lack of Global specific guidance to assess and ensure of its safety (Baldrick 2010) . On the other hand the pharmaceutical industrial need an innovation of an excipients that can enhance the efficacy and quality of the Pharmaceutical formulation (Ermens 2004 ).
There are essential need to assess the compatibility of current used excipients to each other and their functionality in the Pharmaceutical Formulation (Guideline 2009 Globalization of the medicines market motivate manufacturers especially in the developed countries to consider various pharmacopeias requirements to facilitate exportation of their products (Larner, Schoneker et al. 2006) . In fact globalization of the finished products supply chain elevated gradually even in the developed countries, for example United States Food and Drug Administration (FDA) registered manufacturing sites from China increase from 140 sites with 797 drug items in 2001 to 815 registered sites of 3000 listed items (Woo, Wolfgang et al. 2008 ), so there is no country protected from this globalization.
More over current situation need globalization of the excipients supply chain as well to improve the GMP compliance and appropriately counteract counterfeit and substandard ingredients beside lowering of the pharmaceutical excipients cost (Sheehan 2010) in addition to that traceability and contamination control are fundamental elements to be revise and arise by the supplier (Rafidison and Ulman 2003) . The main bodies concern with the pharmaceutical excipients in the world consists of three as shown in figure No (1) which are associations of producers, distributors and users.
Conclusion:
Due to incorporating of excipients in both the pharmaceutical and food industries great attention paid to the safety, quality and functionality of excipients. This review suggests deficiency in studies to measure excipients safety and a lack of effective global work to adopt specific requirements on improving pharmaceutical excipient's standards, although of the efforts to improve excipients regulations by the regulatory authorities. However, the information and findings of numerous studies proof that globalization for GMP requirements for pharmaceutical excipients is fundamental to counteract negative impact of globalization of the medicines supply, enhance GMP compliance, minimize pharmaceutical excipient cost, maximize the degree of safety and quality and elevate standards of consumer protection to meet health care providers and customers' expectations. 
